Introduction {#sec1}
============

Dermatomyositis (DM) is an idiopathic inflammatory myopathy that can affect children and adults and is characterized by muscle inflammation and characteristic cutaneous findings.[@bib1] In addition to multiorgan involvement, adult patients with DM may have up to a 30% risk of associated malignancy. Clinically amyopathic DM (CADM) accounts for approximately 20% of all cases and is diagnosed based on the presence of pathognomonic cutaneous involvement.[@bib2], [@bib3] Antibody against melanoma differentiation--associated protein 5 (MDA5) was recently found to be specific for CADM associated with rapidly progressive interstitial lung disease (ILD).[@bib4] To our knowledge, there are no other cases of MDA5-positive CADM in an HIV-positive patient. However, multiple cases of classic DM have been reported in seropositive patients and are summarized in [Table I](#tbl1){ref-type="table"}.[@bib5], [@bib6], [@bib7], [@bib8], [@bib9], [@bib10], [@bib11]

Case report {#sec2}
===========

A 52-year-old woman of Haitian origin, known for well-controlled HIV-1 on antiretroviral therapy (ART), presented to the emergency department 30 days before admission with polyarthralgia, dry cough, and pruritic dry, scaly cutaneous lesions over her extensor surfaces as well as erythema of her nail beds. Results of initial laboratory tests were normal except for elevated C-reactive protein (19.1 mg/L), lactate dehydrogenase (537 U/L), and ferritin (553 μg/L). Additionally, a computerized tomography scan of the lungs showed bilateral vague interstitial infiltrates. She was sent home on antibiotics. She presented again 1 month later with progressive dyspnea, arthralgias, hemoptysis and progressive cutaneous lesions. On skin examination, she had dusky violaceous patches with central stellate shallow ulcerations and crusting over elbows, knees, and abdomen ([Fig 1](#fig1){ref-type="fig"}). Heliotrope rash was present on the eyelids. The remainder of the cutaneous examination was unremarkable. Physical examination was also remarkable for coarse pulmonary crackles without muscle weakness. Nailfold videocapillaroscopy found alternating areas of capillary dilatation and dropout. Two biopsies specimens were taken (periungual and elbow skin), which showed vacuolar degeneration of the basal cell layer and mild perivascular infiltrate, suggesting dermatomyositis. The creatine kinase, aldolase, and electromyography were normal. Serum ferritin level was increased to 1104 μg/L. Repeat computed tomography scan of the thorax showed rapidly progressive ILD. Wedge lung biopsy confirmed acute fibrinous and organizing pneumonia. Hydroxychloroquine, cyclosporine, prednisone, and intravenous immunoglobulins were started in addition to continuing broad spectrum antibiotics and antifungals until infectious causes were ruled out. Whole-body positron emission tomography scan did not find any suspicious lesions for malignancy. Given the clinicopathologic picture suggestive of amyopathic dermatomyositis with rapidly progressive ILD, an antibody panel was ordered, which found MDA5 positivity (66 median fluorescence units \[MFU\], immunoblot assay \[EUROIMMUN, Luebeck, Germany\] \[negative, \<30; positive, 30--80; strong positive, \>80\]). Despite treatment, the ILD progressed, and the patient was transferred to the intensive care unit for mechanical ventilation. She subsequently received 3 pulses of intravenous cyclophosphamide, polymyxin B hemoperfusion, plasmapheresis, and, given the lack of clinical response, rituximab (1g intravenous, 2 doses at 2-week interval). After 4 months of supportive care and respiratory assistance, the patient finally improved, ferritin level decreased to 176 μg/L, and she was extubated. She was transferred to a rehabilitation program and is slowly recuperating her respiratory function. She remains on prednisone, 10 mg/d, hydroxychloroquine, 400 mg/d, and cyclosporin 100 mg/d.

Given previous reports suggesting that MDA5 antibodies may be used as an objective marker of disease activity, we have obtained MDA5 titers at baseline (66 MFU), before polymyxin B therapy (32 MFU), after 24 hours (27 MFU), and 48 hours (31 MFU) after polymyxin and upon clinical improvement and discharge from the hospital (42 MFU).[@bib12] In our patient, despite marked clinical improvement, MDA5 levels failed to correlate with disease activity.

Discussion {#sec3}
==========

This case highlights several challenges surrounding the diagnosis and management of CADM. Anti-MDA5 positivity was reported to be associated with a specific presentation of CADM featuring painful ulcerations over extensor surfaces and nailfolds, hyperferritinemia, and frequent treatment-resistant, rapidly progressive ILD associated with poor prognosis.[@bib3], [@bib13] Interestingly, MDA5 protein functions as an intracellular pathogen sensor involved in the recognition and mounting of immune response to viral RNA.[@bib3], [@bib4] Hence, there could be an association between CADM and viral infections perhaps explaining the incidence of ILD. Testing MDA5 antibody may be of clinical utility to predict prognostic outcome and may suggest need for more aggressive therapy; however, further studies are necessary to determine if MDA5 is a useful marker of disease activity, given that it did not correlate with it in our patient.

This is a case of severe MDA5-positive CADM in an HIV-positive patient. Thanks to highly effective ART therapy, most HIV patients now have increased rate of survival with restoration of immune function. Although autoimmune conditions are usually rare in patients with AIDS because of profound immunosuppression, they can arise in acute HIV infection (normal CD4 count) and after immune reconstitution owing to ART. Molecular mimicry triggered by an infectious pathogen in context of HIV-induced defective cellular immunity and overreactive humoral response may account for this observed surge.[@bib14] Zandman et al[@bib14] have classified the likelihood and type of autoimmune conditions arising in the setting of HIV according to the infection stage and CD4 count.[@bib14] Treatment of autoimmune conditions, and dermatomyositis particularly, in the setting of HIV infection is challenging. Interestingly, hydroxychloroquine was reported to be safe and to even decrease HIV viral load; however, the use of immunosuppressive medications needs to be balanced against the potential increase in viral load and immunosuppression.[@bib15] Future research is needed to better understand the pathogenesis and to guide the treatment decisions for autoimmune conditions in seropositive population.
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![Clinical features on presentation included ulcerated crusted dusky violaceous plaques on the knees **(A)**, elbows **(B)**, and abdomen **(C)**.](gr1){#fig1}

###### 

Reported cases of dermatomyositis in HIV-positive individuals

  Study                        Country of origin   Age (y)   Sex (F/M)   Type of DM (classic/CADM)   CD4 count (cells/μL)   ANA titer   Other antibodies   Presence of cancer   Treatment
  ---------------------------- ------------------- --------- ----------- --------------------------- ---------------------- ----------- ------------------ -------------------- -----------------------------------------------------
  Baguley et al[@bib5]         United Kingdom      22        M           Classic                     117                    Negative    N/A                None                 Prednisolone followed by azathioprine, ART
  Gresh et al[@bib6]           US                  22        M           Classic                     160                    1:1,280     N/A                N/A                  Methylprednisolone followed by prednisone, ART
  Marfatia et al[@bib7]        India               30        F           Classic                     379                    Negative    N/A                None                 Prednisone, ART
  Carroll and Holmes[@bib8]    US                  27        M           Classic                     135                    Negative    N/A                Not reported         Prednisone, ART
  Ogoina et al[@bib9]          Nigeria             40        F           Classic                     383                    N/A         N/A                Not reported         Diclofenac and prednisolone, ART
  Rajadhyaksha et al[@bib10]   India               50        F           Classic                     222                    1:160       N/A                None                 Prednisolone and methotrexate, ART
  Sharma et al[@bib11]         India               8         M           Classic                     770                    Negative    N/A                Not reported         Prednisolone followed by low-dose methotrexate, ART

*ANA*, Antinuclear antibody; *N/A*, information not available.
